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AAs its name suggests, angiolymphoid 
hyperplasia with eosinophilia (ALHE) is a 
vascular proliferation with lymphocytic and 
eosinophilic in� ltration. Clinically, it manifests 
as smooth-surfaced singular or clustered 
pink to violaceous papulonodules occurring 
predominantly on the head and neck with a 
predilection for the auricular area.1 Patients 
might experience associated pruritus, pain, 
pulsation, or bleeding.1 When present in a 
middle-aged Asian male, it is important to 
consider Kimura disease. In the present case 
report, we describe a 37-year-old Filipino 
male with ALHE papules initially located on 
the upper lip and subsequently progressing 
to the left nasal sill following trauma. We also 
conducted a review of relevant literature and 
highlight key distinguishing features between 
ALHE and Kimura disease.

CASE PRESENTATION
A 37-year-old Filipino male patient with 

no signi� cant medical history presented to 
our clinic with the complaint of skin lesions 
located on the upper lip for three months, 
extending to the nose. The patient was referred 
by his primary care physician; no treatment 
had been performed prior to presentation. He 
denied associated symptoms, including itching, 
burning, and pain. He also denied all prodromal 
symptoms; however, he did admit to trauma a 
few months prior to lesion onset. The patient 
stated that his cousin inadvertently struck him 
in the face with his elbow during a playful 
wrestling match prior to the start of the facial 
lesions. He denied a family history of similar 
lesions. 

Upon physical examination, numerous 
� esh-colored and dull red papules were 
noted clustered adjacent to the nose and 
upper lip (Figure 1). Multiple shave biopsies 
revealed dermal expansion by a dense 
lymphoplasmacytic in� ammatory in� ltrate 
that included numerous eosinophils (Figure 2). 

A B S T R A C T

Angiolymphoid hyperplasia with eosinophilia (ALHE) is 
an uncommon, benign in� ammatory vasoproliferation. 
The literature is divided regarding whether it embodies 
a vascular neoplasm or a reactive process secondary to 
various stimuli. ALHE presents as solitary or clustered 
papules or nodules primarily on the head and neck, 
especially on or around the auricle. Histologically, 
ALHE is characterized by a proliferation of blood vessels 
lined by plump epithelioid endothelial cells and a 
prominent perivascular in� ltrate rich in lymphocytes 
and eosinophils. ALHE follows a benign clinical course, 
yet treatment is challenging because of its high 
recurrence rate. We present the case of a 37-year-
old Filipino man with lesions located on the central 
face. Kimura disease was considered due to his age, 
sex, and ethnicity; however, his clinical features—
speci� cally, the presence of discrete papules and lack of 
lymphadenopathy—and his histological � ndings were 
consistent with ALHE. He reported trauma prior to the 
onset of the lesions, suggesting a reactive etiology.
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The overlying epidermis showed evidence of 
super� cial trauma. A background network 
of vessels was seen in close association with 
the in� ltrate. This combination of � ndings 
suggested ALHE. No evidence of neoplasm 
was seen. Gram staining was negative for 
bacterial organisms. A multitude of laboratory 
assessments were performed following 

histopathologic diagnosis, including human 
immunode� ciency virus, acute hepatitis panel, 
urine protein electrophoresis, complete blood 
count, basic chemistry panel, and urinalysis 
with microscopy. Work-up was negative with 
the exception of an elevated eosinophil count, 
further supporting the diagnosis of ALHE. 

At a follow-up appointment, treatment 

options were discussed, including cryosurgery, 
excision, laser, Mohs micrographic surgery 
(MMS), and intralesional steroids. After careful 
consideration and given the area of predilection 
and high recurrence rate, conservative methods 
were chosen � rst. The patient received 0.3mL 
of Kenalog (2.5mg/mL) (Bristol-Myers Squibb, 
New York, New York) in eight lesions adjacent 
to the nose and left upper lip. At his follow-up 
appointment one month later, the patient 
reported initial mild improvement in a� ected 
areas. However, the lesions returned to their 
original size shortly after treatment. Other 
invasive measures were discussed in further 
detail at that time, with emphasis on the 
di�  culty of de� nitive treatment of ALHE; 
many therapies are not 100-percent curative. 
The patient opted for surgical removal and the 
lesions were removed via shave procedure. 
Unfortunately, the patient did not follow-up 
again for further management or treatment.

DISCUSSION 
In 1969, Wells and Whimster2 � rst introduced 

the term “subcutaneous angiolymphoid 
hyperplasia with eosinophilia.” Mehregan3

later dropped the “subcutaneous” descriptor 
of Wells and Whimster’s title in 1971 
because the disorder is not con� ned to the 
subcutaneous tissue, leaving the designation 
ALHE that we know today. In 1982, Weiss 
and Enzinger4 established the terminology 
“epithelioid hemangioma” to di� erentiate it 
from the similar yet potentially malignant 
“epithelioid hemangioendothelioma.” Many 
other antiquated names have been used to 
describe this lesion, including “pseudopyogenic 
granuloma,” “angiomatous nodule,” and 
“histiocytoid hemangioma.”5 ALHE and 
“epithelioid hemangioma” have been the terms 
favored in the literature, and the persistence 
of both terms highlights the debated etiology. 
The name “epithelioid hemangioma” supports 
the neoplastic hypothesis, while the name 
“angiolymphoid hyperplasia with eosinophilia” 
suggests a reactive phenomenon. Since 
the lesions in our patient arose secondary 
to trauma and therefore support a reactive 
process, we favor the term ALHE and will use it 
from this point forward.

To date, the largest analysis of ALHE is a 
systematic review of 908 patients conducted 
by Adler et al.1 This study established a mean 
age of 37.6 years and revealed an equivalent 

FIGURE 1. A) A discrete, dusky red papule with a subtle overlying erosion at the left nasal sill; smooth-surfaced, 
� esh-colored papules are also apparent on the left alar rim and left cutaneous upper lip; B) Additional � esh-colored 
papules can be seen clustered on the left upper labial mucosa.
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sex distribution.1 Asian and Caucasian patients 
compose a large proportion of the ALHE patient 
population, although the high Asian prevalence 
could be attributed to the initial inclusion of 
Kimura disease in early studies of ALHE before 
it was distinguished as a nosologically distinct 
entity.1,6 Patients might experience symptoms 
such as pruritus, throbbing, pain, or bleeding, 
though lesions may be asymptomatic in 15 
percent of cases, as was true in our patient.1

ALHE has been described on most cutaneous 
sites; however, a majority (approximately 87 
percent) of lesions present on the head and 
neck, especially around the auricle and the 
scalp.1 These papulonodules are predominantly 
localized to the dermis and/or subcutis. 
Extracutaneous involvement has been reported 
in tissues such as the lacrimal gland,7 bone,8

colon,9 oral mucosa,10 and radial artery.11

Approximately 53.4 percent of ALHE lesions 
are solitary.1 When there are many, they tend 
to be con� uent or clustered, as was seen in 
the present case.12 Systemic eosinophilia and 
regional lymphadenopathy occur in a minority 
of patients (up to 20% and 10% of cases, 
respectively).13

Microscopically, ALHE is characterized by 
two principal components: a distinct vascular 
proliferation and a mixed in� ammatory 
in� ltrate. The vascular component displays 
marked proliferation of irregularly shaped 
vessels of varying sizes lined by epithelioid 
endothelial cells, which are plump endothelial 
cells with large orthochromatic nuclei and 
eosinophilic cytoplasm, with occasional 
“hobnailing” or protrusion into the lumen.14

These cells will sometimes exhibit cytoplasmic 
vacuoles resembling pseudolumens.5 The 
perivascular in� ltrate is rich in lymphocytes and 
eosinophils, with occasional mast cells, plasma 
cells, and histiocytes. There may be nodular 
aggregates of lymphocytes forming follicles, 
although these are more commonly seen in 
early lesions.5,15 The epidermis is generally 
una� ected but may display acanthosis or 
erosion secondary to super� cial trauma.15

A � brous and myxoid stroma commonly 
accompanies the condition.15 Positive nuclear 
staining for Finkel-Biskis-Jinkins murine 
osteosarcoma viral oncogene homolog B (FOSB) 
has recently been shown to help di� erentiate 
ALHE from histologically similar malignant 
lesions.16

ALHE’s clinicopathologic picture shares 

similarities with many benign and malignant 
conditions. In a study of 89 biopsy-proven ALHE 
lesions, the most common prebiopsy diagnoses 
were epidermal cyst and angioma, with 
ALHE only suspected in one patient.15 Other 
conditions in the clinical di� erential diagnosis 
for ALHE include angiosarcoma, Merkel cell 
carcinoma, epithelioid hemangioendothelioma, 
Kaposi sarcoma, pyogenic granuloma, 
cylindroma, trichoepithelioma, sarcoidosis, 
molluscum contagiosum, granuloma faciale, 
and many more causes of nondescript facial 
papules. Kimura disease, once thought to exist 
along the same disease spectrum as ALHE, 
should be suspected in young to middle-
aged Asian males, like our patient, since it 
is the most common demographic a� ected 
by this condition.17,18 Kimura disease shares 
features with ALHE such as a predilection 
for the head and neck, tissue eosinophilia, 
vascular proliferation, and a persistent 
indolent course. Kimura disease di� ers in that 
it frequently demonstrates robust systemic 
eosinophilia, elevated immunoglobulin E levels, 
subcutaneous swelling as opposed to discrete 
papules or nodules, regional lymphadenopathy, 
eosinophilic abscess formation, and general 
lack of an epithelioid endothelial lining.19,20 In 
our patient, the absence of lymphadenopathy, 
clinical appearance of clustered discrete 
papules, and histopathological � ndings favored 
the diagnosis of ALHE. Of note, our patient 
did have an elevated eosinophil count, but, as 
mentioned previously, this can be found in up 
to 20 percent of ALHE cases.13 Di� erentiating 
between ALHE and Kimura disease is an 
important distinction to make because Kimura 
disease is thought to be a chronic in� ammatory 
condition often treated with systemic 
immunosuppressive agents and requires careful 
long-term follow-up for complications such as 
nephrotic syndrome.17,18

ALHE’s pathogenesis remains unclear, though 
many theories have been proposed in divided 
support of either a reactive versus a neoplastic 
process. In favor of the reactive hypothesis, 
many provoking factors have been implicated, 
including prior trauma,5,21–23 hormonal 
changes (pregnancy, oral contraceptive pills, 
menstruation),13,15,24 infectious agents, and 
arteriovenous shunting.15,25 An association 
between ALHE and human herpes virus-8 has 
been suggested in a few reports, yet newer 
studies show no pathogenetically relevant 

association.26,27 Human polyomavirus-6, 
human immunode� ciency virus, and otitis 
externa have also been noted to coincide 
with ALHE.15,28,29 In a study of 116 patients, 
nine percent of lesions were associated with 
prior trauma.15 Such antecedent trauma that 
has been reported includes frostbite, incision 
and drainage, laceration, frictional trauma, 
blunt trauma, venipuncture, and thermal 
burn.15,22,23,30 It is thought that these various 
factors trigger an in� ammatory response 
or local hypoxia generating proliferative 
stimuli for the vascular endothelium, possibly 
facilitated by angiogenic mediators such 
as vascular endothelial growth factor or 
angiotensin II.15,23,25,31,32 In our patient, the 
lesions developed secondary to trauma, which, 
in this case, supports this reactive hypothesis.

Conversely, ALHE’s chronic and recurrent 
clinical course is more consistent with a 
neoplastic picture. Some cases of ALHE, often 
with atypical features, harbor rearrangements 
of the Fos gene family, leading to oncogenic 
expression of FOS proteins, which have 
been implicated as regulators of cellular 
proliferation, di� erentiation, and death.33,34 A 
neoplastic etiology is further supported by a 
recent study in which 19 of 20 ALHE specimens 
showed cytoplasmic staining for WT1.35 WT1 
has been shown to display a cytoplasmic 
staining pattern in vascular neoplasms such as 
infantile hemangioma and tufted angioma.36

Other studies have reported that ALHE, or 
at least a subset of ALHE, might represent a 
T-cell lymphoproliferative disorder.27,37 Kempf 
et al27 found that � ve of seven ALHE lesions 
displayed monoclonal T-cell proliferation. In 
an ALHE patient with concurrent peripheral 
T-cell lymphoma, the same T-cell receptor gene 
rearrangement was detected in an a� ected 
lymph node and her ALHE lesion.37

The dichotomy in the literature regarding 
the pathogenesis of this disorder suggests that 
ALHE can even encompass a heterogeneous 
group that is yet to be fully distinguished, 
similar to how ALHE and Kimura disease were 
once thought to be synonymous. Alternatively, 
it could represent a combination of reactive and 
neoplastic processes in which an inciting event 
stimulates genetic alterations. Further studies 
are required to determine whether ALHE truly 
embodies a vascular neoplasm, a reactive 
vascular hyperplasia in response to a variety of 
insults, a combination of the aforementioned, 
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a lymphoproliferative process with subsequent 
angiogenesis, or a heterogeneous group of 
disorders.

ALHE is considered to have a benign course, 
so observation is reasonable if the lesions 
are neither symptomatic nor bothersome to 

the patient; however, likely secondary to its 
predilection for the head and neck, treatment is 
often pursued. Treatment recommendations are 
largely based on case reports and retrospective 
studies due to ALHE’s uncommon occurrence. 
Surgical excision is the standard therapeutic 

approach and has the lowest failure rate 
(40.8%) as de� ned by recurrence or incomplete 
resolution.1 The recurrence risk is the greatest 
when ALHE is associated with an earlier age of 
onset, multiple lesions, bilateral lesions, longer 
duration of disease, and symptomatic lesions.1

Recurrence is thought to be due to inadequate 
margins or an underlying arteriovenous shunt.15

To address these concerns, MMS has been 
used with success and can be considered for 
application in regions where tissue-sparing is 
important, such as the most common location, 
which is the head and neck.38 One author 
proposed to excise ALHE as if it were a locally 
malignant tumor with 4-mm safety margins to 
decreased recurrence rates.39

Multiple other therapeutic modalities 
have been reported with varying degrees of 
success. Topical, intralesional, and systemic 
steroids have all been used, with intralesional 
steroids showing the lowest rate of treatment 
failure amongst the three.1 Cryotherapy has 
been e� ective in some cases, while showing 
little bene� t in others.14,40 Lasers, including 
pulsed dye, argon, and carbon dioxide, 
have provided favorable outcomes as well, 
especially for poor surgical candidates.41–43

Many additional therapies have been 
described, including electrocoagulation with 
photodynamic therapy,44 radiofrequency 
ablation with sclerotherapy, antibiotics, various 
chemotherapeutics, β-blockers, pentoxifylline, 
retinoids, and many more.1 Despite all these 
treatment options, none have been shown to 
be consistently e� ective. The clinical course 
is typically chronic, though spontaneous 
regression has been rseported in around 2.9 
percent of cases.1,45 Our patient’s disease course 
displays the resilient nature of ALHE since 
the lesions persisted after shave biopsies and 
subsequent intralesional steroids.

CONCLUSION
The present report demonstrates the 

perplexing nature of ALHE with respect to 
its challenging clinical diagnosis, unclear 
pathogenesis, and therapy-resistant nature. 
These factors, in addition to its distribution 
in sensitive areas such as the central face in 
our patient’s case, constitute a presumably 
frustrating condition. Our patient’s � ndings, 
along with a review of the literature, suggest 
that trauma may be an important inciting 
factor for the development of ALHE, though 

FIGURE 2. A) A low-power view demonstrates a dermal nodule composed of prominent vascular structures 
intermingled with a dense, mixed in� ammatory in� ltrate; there is evidence of super� cial epidermal trauma; B) A high-
power view of the dermis shows vascular spaces lined by plump epithelioid endothelial cells; there is an associated 
in� ammatory in� ltrate composed of lymphocytes with prominent eosinophils and scattered plasma cells.
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further research is necessary to settle its 
debated etiology. Treating ALHE is certainly 
di�  cult as demonstrated by the sheer 
number of treatment modalities reported. 
The most common and e� ective treatment 
to date is standard excision, yet it still boasts 
a high failure rate of 40.8 percent.1 Due to 
ALHE’s benign nature, it is reasonable to start 
with a more conservative approach such as 
intralesional steroids, then progress to surgery 
if needed. There is potential that using MMS or 
aggressive margins may decrease recurrence 
rates. Future studies are needed to narrow the 
therapeutic gap and improve the quality of life 
of patients a� ected by ALHE.
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